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2406504 






Al 




20040320 




CA 2002- 


■2406504 




20021003 



AU 2003275126 
US 20040121965 
PRIORITY APPLN. INFO 



OTHER SOURCE (S) : 



Al 20040408 AU 2003-275126 20030918 
Al 20040624 US 2003-666722 20030918 
US 2002-411883P P 20020920 

WO 2003-US29832 W 20030918 

MARPAT 140:304081 

The invention provides peptides R1R2NCH (CR3R4R5 ) CONR6CHR7CONR8R9 [R1-R8 are H 
or an (un) saturated moiety having a linear, branched, or cyclic skeleton 
containing 1-10 (un) substituted carbon atoms and 0-4 each nitrogen, oxygen, or 
sulfur atoms; or R1R2N or R3R4C is a 3- to 7-membered ring; R9 is -Y-CO-Z, 
where Y is alkyl and Z is OH, SH, NH2, an amino acid residue, etc. (with 
provisos) ] for treating or inhibiting the growth or eradication of tumors 
which are resistant to at least one chemotherapeutic agent. Thus, N,p,(3- 
trimethyl-L-phenylalanyl-Nl- [ (IS, 2E) -3-carboxy-l- isopropylbut-2-enyl ] -Nl , 3- 
dimethyl-L-valinamide was prepared and shown to be a potent inhibitor of cell 
growth in 34 tumor cell lines (mean IC50 = 2.1 ± 1.7 nM, median 1.7 nM, range 



5 



10/666,722 



July 18, 2008 



0.2-7.3 nM) and is distinct from paclitaxel which has an usually large range 
of activity. The activity is independent of tumor origin and in many cases 
this peptide is considerably more potent than paclitaxel. 
ICM A61K031-191 

ICS A61K031-194; A61P035-00; A61K031-192; A61K031-195 
34-3 (Amino Acids, Peptides, and Proteins) 
Section cross-reference ( s ) : 1 
169181-24-2P 228266-42-0P 



676631-37-1P 
676631-50-8P 
676631-61-1P 
676631-81-5P 

676631- 92-8P 

676632- 14-7P 
676632-33-0P 
676632-55-6P 
676632-62-5P 
676632-75-0P 
676632-83-0P 

676632- 94-3P 

676633- 06-0P 



676631-40-6P 
676631-52-0P 
676631-65-5P 
676631-84-8P 

676631- 97-3P 

676632- 17-0P 
676632-38-5P 
676632-56-7P 
676632-65-8P 
676632-76-1P 
676632-86-3P 

676632- 97-6P 

676633- 09-3P 



676633-18-41? 676633-19-5P 
676633-26-4P 676633-28-6P 



228266-48-6P 
676631-42-8P 
676631-55-3P 
676631-68-8P 

676631- 88-2P 

676632- 00-1P 
676632-22-7P 
676632-42-1P 
676632-58-9P 
676632-68-1P 
676632-78-3P 
676632-87-4P 

676632- 99-8P 

676633- 12-8P 
676633-22-0P 

676633-29-7P 
676633-42-4P 
676633-49-1P 
676633-60-6P 
676633-69-5P 
676633-83-3P 

676633- 96-8P 

676634- 07-4P 
676634-18-7P 
676634-32-5P 
676634-43-8P 
676634-52-9P 
676634-63-2P 
676634-71-2P 
676634-80-3P 
676634-87-0P 

676634- 95-0P 

676635- 02-2P 
676635-14-6P 
676635-24-8P 
676635-33-9P 
676635-41-9P 
676635-52-2P 
676635-64-6P 
676635-76-0P 
676635-87-3P 

676635- 99-7P 

676636- 10-5P 
676636-19-4P 
676636-27-4P 

676636- 87-6P 

676637- 11-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of peptides for treating resistant tumors) 
676633-18-4* 676633-19-51? 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 



676633-39-9P 
676633-46-8P 
676633-56-0P 
676633-65-1P 
676633-77-5P 

676633- 90-2P 

676634- 03-0P 
676634-14-3P 
676634-28-9P 
676634-39-2P 
676634-48-3P 
676634-59-6P 
676634-67-6P 
676634-77-8P 
676634-84-7P 
676634-92-7P 

676634- 99-4P 

676635- 09-9P 
676635-21-5P 
676635-31-7P 
676635-38-4P 
676635-47-5P 
676635-60-2P 
676635-72-6P 
676635-83-9P 

676635- 94-2P 

676636- 06-9P 
676636-15-0P 
676636-24-1P 

676636- 79-6P 

676637- 03-9P 



676633-40-2P 
676633-48-0P 
676633-57-1P 
676633-68-4P 
676633-80-0P 

676633- 93-5P 

676634- 06-3P 
676634-17-6P 
676634-31-4P 
676634-40-5P 
676634-51-8P 
676634-60-9P 
676634-70-1P 
676634-78-9P 
676634-86-9P 

676634- 93-8P 

676635- 01-1P 
676635-12-4P 
676635-23-7P 
676635-32-8P 
676635-39-5P 
676635-50-0P 
676635-62-4P 
676635-75-9P 
676635-84-0P 

676635- 98-6P 

676636- 07-0P 
676636-18-3P 
676636-25-2P 

676636- 82-1P 

676637- 09-5P 



228266-49-7P 
676631-44-0P 
676631-57-5P 
676631-74-6P 

676631- 89-3P 

676632- 05-6P 
676632-25-0P 
676632-51-2P 
676632-59-0P 
676632-71-6P 
676632-79-4P 

676632- 90-9P 

676633- 01-5P 
676633-13-9P 

676633-25-3P 
676633-33-3P 
676633-43-5P 
676633-52-6P 
676633-61-7P 
676633-72-0P 
676633-86-6P 

676633- 99-1P 

676634- 10-9P 
676634-21-2P 
676634-35-8P 
676634-44-9P 
676634-55-2P 
676634-64-3P 
676634-74-5P 
676634-81-4P 
676634-89-2P 

676634- 96-1P 

676635- 04-4P 
676635-16-8P 
676635-27-1P 
676635-35-1P 
676635-43-1P 
676635-56-6P 
676635-68-0P 
676635-79-3P 

676635- 88-4P 

676636- 02-5P 
676636-11-6P 
676636-21-8P 
676636-28-5P 

676636- 97-8P 

676637- 26-6P 



500229-47-0P 
676631-47-3P 
676631-60-0P 
676631-76-8P 

676631- 91-7P 

676632- 08-9P 
676632-28-3P 
676632-53-4P 
676632-61-4P 
676632-72-7P 
676632-82-9P 

676632- 91-0P 

676633- 03-7P 
676633-16-2P 

676633-34-4P 
676633-45-7P 
676633-53-7P 
676633-64-0P 
676633-73-1P 

676633- 89-9P 

676634- 00-7P 
676634-11-OP 
676634-24-5P 
676634-36-9P 
676634-47-2P 
676634-56-3P 
676634-66-5P 
676634-75-6P 
676634-83-6P 
676634-90-5P 

676634- 98-3P 

676635- 08-8P 
676635-17-9P 
676635-28-2P 
676635-36-2P 
676635-45-3P 
676635-58-8P 
676635-71-5P 
676635-80-6P 

676635- 93-1P 

676636- 03-6P 
676636-14-9P 
676636-22-9P 

676636- 77-4P 

676637- 00-6P 
676637-28-8P 
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(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of peptides for treating resistant tumors) 
RN 676633-18-4 CAPLUS 

CN L-Valinamide, N, 0, (3, P-tetramethyl-L-tyrosyl-N- [ (IS, 2E) -3-carboxy- 
1- ( 1-methylethyl ) -2-butenyl ] -N, 3-dimethyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



RN 676633-19-5 CAPLUS 

CN L-Valinamide, N, 0, P, P-tetramethyl-L-tyrosyl-N- [ (IS, 2E ) -3-carboxy- 

1- (1-methylethyl) -2-butenyl ]-N, 3-dimethyl-, mono (trif luoroacetate ) (9CI) 
(CA INDEX NAME) 

CM 1 

CRN 676633-18-4 
CMF C28 H45 N3 05 

Absolute stereochemistry. 
Double bond geometry as shown. 



Me 



Met 




Me 




CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 



F 



F— C— ! 

F 



■ C02H 
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L23 ANSWER 2 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 



CORPORATE SOURCE: 
SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) : 



CAPLUS COPYRIGHT 2008 AC 
2004:617803 CAPLUS 
141 :314607 



on STN 



Synthesis and Biological Activity of Analogues of the 
Antimicrotubule Agent N, (3, (3-Trimethyl-L- 
phenylalanyl-Nl- [ (IS, 2E) -3-carboxy-l-isopropylbut-2- 
enyl]- Nl , 3-dimethyl-L-valinamide (HTI-286) 
Zask, Arie; Birnberg, Gary; Cheung, Katherine; Kaplan, 
Joshua; Niu, Chuan; Norton, Emily; Suayan, Ronald; 
Yamashita, Ayako; Cole, Derek; Tang, Zhilian; 
Krishnamurthy, Girija; Williamson, Robert; Khafizova, 
Gulnaz; Musto, Sylvia; Hernandez, Richard; Annable, 
Tami; Yang, Xiaoran; Discafani, Carolyn; Beyer, Carl; 
Greenberger, Lee M. ; Loganzo, Frank; Ayral-Kaloustian, 
Semiramis 

Chemical and Screening Sciences, and Oncology 
Research, Wyeth Research, Pearl River, NY, 10965, USA 
Journal of Medicinal Chemistry (2004), 47(19), 
4774-4786 

CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 
English 

CASREACT 141:314607 



GI 



Me 

Me I Me 

Me Me 0 ^ 

jCT JJ fWle H (J I Fie 



AB Hemiasterlin, a tripeptide isolated from marine sponges, induces microtubule 
depolymn. and mitotic arrest in cells. HTI-286, an analog from an initial 
study of the hemiasterlins , is presently in clin. trials. In addition to its 
potent antitumor effects, HTI-286 has the advantage of circumventing the P- 
glycoprotein-mediated resistance that hampers the efficacy of other 
antimicrotubule agents such as paclitaxel and vincristine in animal models. 
This paper describes an in-depth study of the structure-activity relationships 
(SAR) of analogs of HTI-286, their effects on microtubule polymerization, and 
their in vitro and in vivo anticancer activity. Regions of the mol. necessary 
for potent activity are identified. Groups tolerant of modification, leading 
to novel analogs, are reported. Potent analogs identified through in vivo 
studies in tumor xenograft models include one superior analog, HTI-042 (I). 

CC 34-3 (Amino Acids, Peptides, and Proteins) 
Section cross-reference ( s ) : 1 

IT 228266-43-1P 228266-45-3P 228266-42-6P 67««33-19-5P 

676633- 61-7P 676633-65-1P 676633-77-5P 676633-80-0P 676633-90-2P 

676634- 21-2P 676634-47-2P 676634-59-6P 676634-66-5P 676634-77-8P 

676634- 83-6P 676634-90-5P 676634-93-8P 676635-36-2P 676635-39-5P 

676635- 58-8P 676636-07-0P 676636-11-6P 676636-15-0P 676636-19-4P 
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676636-28-5P 


676636-79- 


-6P 


765930-77- 


-6P 


765930-82- 


-3P 


765930- 


-86- 


-7P 


765930-88-9P 


765931-06- 


-4P 


765931-11- 


-IP 


765931-16- 


-6P 


765931- 


-18- 


-8P 


765931-22-4P 


765931-24- 


-6P 


765931-27- 


-9P 


765931-29- 


-IP 


765931- 


-33- 


-7P 


765931-35-9P 


765931-39- 


-3P 


765931-44- 


-OP 


765931-47- 


-3P 


765931- 


-49- 


-5P 


765931-52-0P 


765931-54- 


-2P 


765931-56- 


-4P 


765931-58- 


-6P 


765931- 


-60- 




765931-62-2P 


765931-64- 


-4P 


765931-67- 


-7P 


765931-71- 


-3P 


765931- 


-73- 


5P 


765931-89-3P 


765931-91- 


-7P 


765931-94- 


-OP 


765931-97- 


-3P 


765932- 


-00- 


-IP 


765932-03-4P 


765932-05- 


-6P 


765932-08- 


-9P 


765932-10- 


-3P 


765932- 


-35- 


-2P 


RL: PAC (Pharmacological 


activity) ; SPN 


(Synthetic preparation) ; BIOL 




(Biological i 


study) ; PREP 


(Preparation) 















(preparation of analogs of peptide HTI-286 and SAR study of their 



anticancer 

activity and effects on microtubule polymerization) 
IT 676633-19-5? 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study) ; PREP (Preparation) 

(preparation of analogs of peptide HTI-286 and SAR study of their 
anticancer 

activity and effects on microtubule polymerization) 
RN 676633-19-5 CAPLUS 

CN L-Valinamide, N, 0, 0, p-tetramethyl-L-tyrosyl-N- [ (IS, 2E ) -3-carboxy- 

1- ( 1 -methyl ethyl ) -2-butenyl ] -N, 3-dimethyl-, mono (trif luoroacetate) (9CI) 
(CA INDEX NAME) 

CM 1 

CRN 676633-18-4 
CMF C28 H45 N3 05 

Absolute stereochemistry. 
Double bond geometry as shown. 



Me 



Mel 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 




REFERENCE COUNT: 34 THERE ARE 34 CITED REFERENCES AVAILABLE FOR THIS 
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L23 ANSWER 3 OF 5 
ACCESSION NUMBER: 
CROSS REFERENCE: 
DOC. NO. CPI: 
TITLE: 



DERWENT CLASS: 
INVENTOR: 



PATENT ASSIGNEE: 



COUNTRY COUNT: 



WPIX COPYRIGHT 2008 THOMSON REUTERS on STN 

2005-273356 [28] WPIX 
2003-812505 
C2005-085598 [28] 

New Hemiasterlin analogs are timor growth inhibitors 
useful in the treatment of cancers e.g. prostate, 
ovarian, breast and colon cancer and proliferative 
disorders 
B05 

CAMPAGNA S A; FANG F G; KOWALCZYK J J; KUZNETSOV G; 
SCHILLER S; SELETSKY B M; SPYVEE M; YANG H; CAMPAGNA S ; 
FANG F; KOWALCZYK J; SELETSKY B 

(EISA-C) EISAI CO LTD; (CAMP-I) CAMPAGNA S A; (FANG- I) 
FANG F G; (KOWA-I) KOWALCZYK J J; (SCHI-I) SCHILLER S ; 

(SELE-I) SELETSKY B M; (SPYV-I) SPYVEE M; (YANG- I) YANG H 
107 



PATENT INFO ABBR. 



PATENT NO 


KIND DATE 


WEEK 


LA 


PG 


WO 


2005030794 


A2 


20050407 


(200528) * 


EN 


311 [o; 


EP 


1664088 


A2 


20060607 


(200638) 


EN 




AU 


2004276261 


Al 


20050407 


(2006'/"/) 


EN 




KR 


2006095992 


A 


20060905 


(200705) 


KO 




CN 


1886421 


A 


20061227 


(200 731) 


ZH 




IN 


2006KN00835 


P2 


20070413 


(20073b) 


EN 




JP 


2007537136 


W 


20071220 


(200802) 


JA 


291 


US 
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NOVELTY - A hemiasterlin analog or its derivative is new. 

DETAILED DESCRIPTION - A hemiasterlin analog of formula R1-N(R2)- 
(C(R3) (R4) )n-Xl-N(R5)-CH(R6)-C(0)-N(R7)-R-X2-Q (I) or its derivative is new. 
n = 0 - 4; 

XI and X2 = CRaRb, -C(O)- or S02; 

Rl = H, C(0)Rc or (hetero) aliphatic, (hetero) alicyclic or (hetero) aryl; 
R2 = Rl or absent; 

Rc = H, OH, ORd or (hetero) aliphatic, (hetero) alicyclic or 
(hetero) aryl; 

Rd, Rf and R = (hetero) aliphatic, (hetero) alicyclic or (hetero) aryl; 

two of Rl - R4 taken together = (hetero) alicyclic, alicyclic ( aryl ) , 
heterocyclic (aryl) , alicyclic (heteroaryl ) , heteroalicyclic (heteroaryl ) or 
(hetero) aryl; 

R5 and R6 = H, C(0)Re, (hetero) aliphatic, (hetero) alicyclic or 
(hetero) aryl; 

R7 = R6 or absent; 

Re = H, OH, ORf or (hetero) aliphatic, (hetero) alicyclic or 
(hetero) aryl; 

Q = ORq, SRq, NRqRq ' , N3, =N-OH or (hetero) aliphatic, (hetero) alicyclic 
or (hetero) aryl; 

Ra, Rb, R4 Rq and Rq ' = H or an (hetero) aliphatic, (hetero) alicyclic, 
or (hetero) aryl; 

R3 = Ra or absent; 

two of R5 - R7 taken together and NRqRq' = (hetero) alicyclic, 
alicyclic (aryl) , heteroalicyclic (aryl ) , alicyclic (heteroaryl ) , 
heteroalicyclic (heteroaryl ) or (hetero) aryl ; 

-R-X2-Q = optionally substituted alkyl or -Q'-C(0)X; 

Q' = optionally substituted CH2 , CH2CH2, CH2CH2CH2, CH2CH=CH, CH2C=C or 
phenylene moiety; 

X = OR' , SR' or NR'Ru; 

R' and Ru = H or optionally substituted alkyl. 
Provided that: 

(1) when NR7 is linked to R via a double bond, R7 is absent; 

(2) (I) is not naturally occurring Hemiasterlin; and 

(3) the following groups do not occur simultaneously: n is 1; XI and X2 
are C(O); Rl is H or optionally substituted alkyl or acyl or optionally 
substituted methylene or -CH= group bonded to the indole moiety to form 
tricyclic moiety; R2 is H, optionally substituted alkyl or acyl or is absent 
when Rl is CH=; R3 is H or is absent when CR3 and CRyRz are linked by a double 
bond; R4 is -C (Rz ) (Ry ) -indol-3-yl (substituted on 1-position by Rw, on 2- 
position by Rx and on phenyl ring by (Y)m) where Rw, and Ry is H or optionally 
substituted alkyl or acyl, Rz is Rw or absent when CR3 and CRyRz are linked by 
a double bond, m is 0 - 4, Rx is H, an optional substituent or absent when Rl 
is optionally substituted methylene or -CH=, and Y is optional substituent, Ry 
and Rz are not H simultaneously; R5 is H, OH or optionally substituted alkyl 
or acyl; R6 is H or optionally substituted alkyl; R7 is H or alkyl. 



INDEPENDENT CLAIMS are included for the following: 
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(1) an intermediate of formula (II) for the preparation of Hemiasterlin 
derivative of formula (III); 

(2) an intermediate of formula (IV) (where R2 is H or optionally 
substituted linear or branched, cyclic or acyclic or optionally saturated 
lower alkyl, heteroalkyl, alkyl(aryl) or acyl, and R6 is optionally 
substituted, linear or branched, cyclic or acyclic or optionally saturated 
lower alkyl) for the preparation of Hemiasterlin derivative of formula (V) (in 
which R2 is H or optionally substituted linear or branched, cyclic or acyclic 
or optionally saturated lower alkyl, heteroalkyl, alkyl (aryl) or acyl and R6 
is optionally substituted, linear or branched, cyclic or acyclic or optionally 
saturated lower alkyl) ; and 

(3) a pharmaceutical composition comprising (I), a carrier or diluent, 
and optionally a further additional therapeutic agent. 

g = 1 - 4; 

L = CRgRh, S, 0 or NRk; 

Rg, Rh, Rk, Rgl, Rml and Rm2 = H or (hetero) aliphatic, 
(hetero) alicyclic or (hetero) aryl; 

two adjacent Rg, Rh, Rk, Rgl, Rml and Rm2 taken together = optionally 
substituted (hetero) alicyclic moiety containing 3-6 atoms or (heteroaryl) 
moiety; 

RlOa = H or linear or branched, cyclic or acyclic, optionally 
saturated, optionally substituted alkyl. 

ACTIVITY - Cytostatic; Vasotropic. 

MECHANISM OF ACTION - Timor cell growth inhibitor. 

(I) Were tested for tumor cell growth inhibitory activity using 
cultured human cancer cell:: and MDA-MB-4?,b cell growth inhibitory assay. (I) 
Showed an IC50 of 0.1 - 10 nM. No results for specific compounds given. 

USE - In the treatment of cancers such as solid or non-solid cancers 
e.g. prostate, breast, colon, bladder, cervical, skin, testicular, kidney, 
ovarian, stomach, brain, liver, pancreatic or esophageal cancer and lymphoma, 
leukemia and multiple myeloma (claimed) and proliferative disorders; for 
preventing restenosis of blood vessels subject to trauma such as angioplasty 
and stenting. 

ADVANTAGE - The compound exhibits favorable therapeutic profile in vivo 
(e.g. is safe and effective while retaining stability in biological media) . 
The compound is potent tuaior growth inhibitor; and inhibits cancer cell growth 
in vitro and causes tumor regression in vivo. The compound exhibits cytotoxic 
and/or growth inhibitory effect on cancer cell lines maintained in vitro, 
exhibits low sensitivity to MDR, low mitotic block reversibility ratio and low 
cytotoxicity to non-dividing normal cells. 
AN.S DCR-798715 

CN.S 4- ( { 2- [3- ( 4-Benzyloxy-phenyl ) -3-methyl-2-methylamino-butyrylamino ] -3,3- 

dimethyl-butyryl } -methyl-amino ) -2, 5-dimethyl-hex-2-enoic acid 
SDCN RAC407 




12 



10/666,722 



July 18, 2008 



L23 ANSWER 4 OF . 
ACCESSION NUMBER: 
DOC. NO. CPI: 
TITLE: 



DERWENT CLASS: 
INVENTOR: 



PATENT ASSIGNEE: 
COUNTRY COUNT: 



WPIX COPYRIGHT 2008 THOMSON REUTERS on STN 

2004-390795 [37] WPIX 
C2004-146469 [37] 

Treating or inhibiting growth of tumor resistant to 

^ s « j— nt comprises administering amide 

compounds 
B05 

AYRAL-KALOUSTIAN S; DISCAFANI-MARRO C M; GREENBERGER L M; 

LOGANZO F; ZASK A 

(AMCY-C) AMERICAN CYANAMID CO 



PATENT INFO ABBR. : 



KIND DATE 



CA 2406504 
APPLICATION DETAILS: 



Al 20040320 (200437)* EN 414[0] 



APPLICATION 



CA 2406504 Al 



CA 2002-2406504 20021003 



PRIORITY APPLN. INFO: US 2002-666722 20020920 

AN 2004-390795 [37] WPIX 

AB CA 2406504 Al UPAB : 20050529 

NOVELTY - Treating or inhibiting growth of tumor resistant to at least one 
chemotherapeutic agent comprises administering amide compounds (I). 

DETAILED DESCRIPTION - Treating or inhibiting growth of tumor resistant 



ing amide compounds 
N(R8)R9 (I) or 



(optionally C 
NH2, NR10H, 
CHO, COR10, CONH2, 
SO2R10, or 



to at least one chemotherapeutic agent comprises adm: 
of formula R5-C (R3 ) (R4 ) -CH (N (R2 ) (Rl ) ) -CO-NH (R6 ) -CH (R7 ) 
their salts. 

Rl, R2 = H, linear, branched or cyclic saturated or unsaturated group 
containing 1-10C atoms, 0-4 N atoms, 0-4 0 atoms and 0-4 ; 
substituted by =0, =S, OH, OR10, O2CR10, SH, SR10, SOCR10 
N(R10)2, NHCOR10, NR10COR10, I, Br, CI, F, CN, C02H 
CONHR10, CON(R10)2, COSH, COSR10, N02, S03H, SOR10 

NR1R2 = 3-7 membered ring; 

R10 = linear, branched or cyclic saturated or unsaturated 1-10C alkyl 
or aryl-R; 

R3-R5 = H, linear, branched or cyclic saturated or unsaturated group 
containing 1-10C atoms, 0-4 N atoms, 0-4 O atoms and 0-4 S atoms (optionally 
substituted by =0, =S, OH, OR10, O2CR10, SH, SOCR10, NH2, NR10H , N(R10)2, 
NHCOR10, NR10COR10, I, Br, CI, F, CN, C02H, CO2R10, CHO, COR10, CONH2, 
CONHR10, CON(R10)2, COSH, COSR10, N02, S03H, SOR10 or SO2R10), or 

CR3R4 = 3-7 membered ring; 

R, R6-R8 = H or linear, branched or cycli saturated or unsaturated 
group containing 1-10C atoms, 0-4 N atoms, 0-4 O atoms and 0-4 S atoms 
(optionally C substituted by =0, =S, OH, OR10, O2CR10, SH, SR10, SOCR10, NH2, 
NR10H, N(R10)2, NHCOR10, NR10COR10, I, Br, CI, F, CN, C02H, CO2R10, CHO, 
COR10, CONH2, CONHR10, CON(R10)2, COSH, COSR10, N02, S03H, SOR10 or SO2R10; 

R9 = Y-CO-Z; 

X = OH, OR, =0, =S, 02CR, SH, SR, SOCR, NH2, NHR, N(R)2, NHCOR, NRCOR, 
I, Br, CI, F, CN, C02H, C02R, CHO, COR, CONH2, CONHR, CON(R)2, COSH, COSR, 
N02, S03H, SOR or S02R; 

aryl = phenyl, naphthyl, anthracyl, phenanthryl, thienyl, furyl, 
indolyl, pyrrolyl, thiophenyl, benzofuryl, benzothiophenyl , quinolyl, 
isoquinolyl, imidazolyl, thiazolyl, oxazolyl or pyridyl (all optionally 
substituted by R or X) ; 
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Y = linear, saturated or unsaturated 1-6C alkyl (optionally substituted 
by R, aryl-R or X) , and 

Z = OH, OR, SH, SR, NH2, NHR, N(R)2, NHCH ( Rl 1 ) COOH or NRCH ( Rl 1 ) COOH ; 
Rll = R or (CH2)nNR12R13; 
n = 1-4; 

R12, R13 = H, R or C(NH)(NH2); 

provided that when R5 is an indolyl group of formula (i), then: 
R17 = H or alkyl or acyl (both optionally substituted) ; 

R18, Q1-Q4 = H, halo, alkyl, acyl, OH, alkoxy, acyloxy, NH2, NH-alkyl, 
N (alkyl) 2, NH-acyl, N02, SH, S-alkyl or S-acyl (where alkyl and acyl are 
optionally substituted) , 

with specified provisos. 

Full Definitions aer given in the Definitions Field (Full Definitions) . 

INDEPENDENT CLAIMS are also included for the preparation of compounds 
of formula (II) by interconversion which comprises treating (II) with ozone in 
methanol followed by further treatment with dimethylsulf ide and reacting the 
obtained aldehyde compound of formula (III) with a triphenylphosphorane 
compound of formula (IV) and hydrolyzing with base. 

N.B: The provisos do not apply for the above preparation. 

ACTIVITY - Cytostatic. 

In a test using breast tumor cell line MX-1W, results showed that N- 
(tert . N-beta, beta-trimethyl-L-phenylalanyl-Nl- ( ( IS, 2E ) -3-carboxy-l- 
isopropyl-2-butenyl ) -Nl-dimethyl-3 — L-valinamide + 5.0 micro-M 7- (6, 7- 
dimethoxy-3, 4-dihydro-lH-isoguinolin-2-yl ) -2- (3, 4-dimthoxyphenyl ) -2- p- 
tolylsulf enylheptanenitrile (V) exhibited an IC50 value of 1.3 nM, compared to 
8.3 nM for paclitaxel + (V). 

MECHANISM OF ACTION - Microtubule associated protein associated tubulin 
polymerization inhibitor. 

USE - Used for treating or inhibiting growth of tumors, particularly of 
the breast, colon, lung, prostate, melanoma, epidermal, leukemia, kidney, 
bladder, mouth, larynx, esophagus, stomach, ovary, pancreas, liver, skin and 
brain, tumors which overexpress MDR-1, MXR or MRP and tumors resistant to 

La agents, particularly where the resistance is multiple drug 
resistance (MDR) which is inherent or acquired (all claimed) . 
AN.S DCR-8 8 73 01 
CN.P HTI-042 

CN.S 4- ( { 2- [3- ( 4-Methoxy-phenyl ) -3-methyl-2-methylamino-butyrylamino ] -3,3- 

dimethyl-butyryl } -methyl-amino ) -2, 5-dimethyl-hex-2-enoic acid 
SDCN RADYQO 
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NOVELTY - Expanding the lumen of a body involves inserting a stent into the 
body. The stent has a tubular structure and the surface of the structure is 
coated with a composition comprising hemiasterlin derivative (I). 

DETAILED DESCRIPTION - Expanding the lumen of a body involves inserting 
a stent into the body. The stent has a tubular structure and the surface of 
the structure is coated with a composition comprising hemiasterlin derivative 
of formula ( I ) . 

n = 0 - 4; 

XI, X2 = CRaRb, C(=0) or -S02-; 

Ra, Rb, R3, R4, Rg, R'g = H, (hetero) aliphatic, (hetero) alicyclic or 
(hetero) aryl; 

Rl, R2, R5 - R7 = H, -(C=0)Rc, (hetero) aliphatic, (hetero) alicyclic or 
(hetero) aryl; 

Rc = H, OH, ORd, (hetero) aliphatic, (hetero ) alicyclic or (hetero ) aryl ; 

R, Rd = (hetero) aliphatic, (hetero) alicyclic or (hetero) aryl; 

Q = ORq, SRq, NRq, R'q, N3, =N-0H, (hetero) aliphatic, (hetero) alicyclic 
or (hetero) aryl; 

two of Rl - R7, Rq, R'q = hetero) alicyclic, alicyclic ( aryl ) , 
heteroalicyclic (aryl) , alicyclic (heteroaryl ) , heteroalicyclic (heteroaryl ) or 
(hetero) aryl; and 

provided that when NR7 is linked to R via a double bond, then R7 is 

absent . 

INDEPENDENT CLAIMS are included for the following: 

(1) new hemiasterlin derivatives (I) provided that the compound is not 
a naturally occurring hemiasterlin and the following groups does not occur 
simultaneously : 

(1) n is 1; 

(2) XI and X2 are each C(=0); 

(3) Rl is alkyl, acyl, methylene or -CH= bonded to the indole moiety 
forming a tricyclic moiety (all optionally substituted) or H; 

(4) R2 is H, alkyl or acyl (both optionally substituted), or is absent 
when Rl is -CH=; 

(5) R3 is H, or is absent when CR3 and CRyRz are linked by a double 

bond; 

(6) R4 is a group of formula (i); 

(7) R5 is H, OH, alkyl or acyl (both optionally substituted); 

(8) R6 is H, or alkyl (optionally substituted); 

(9) R7 is H or alkyl; and 

(10) -R-X2-Q is optionally substituted alkyl moiety, or Q'-C(0)-X; and 
(2) a pharmaceutical composition comprising (I), a carrier or diluent 

and optionally an additional therapeutic agent. 

Rw, Ry, Rz = H, alkyl or acyl (both optionally substituted) ; 
Rx = H, an optional substituent or absent; 
Y = an optional substituent; 
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m = 0 - 4; 

Q ' = -CH2-, -(CH2)2-, -(CH2)3-, -CH2-CH=CH-, -CH2-C=C- or phenylene 
(all optionally substituted) ; 

X = -OR', -SR' or NR'Rf; 

R', Rf = H or alkyl (optionally substituted); and 
provided that : 

(1) when CR3 and CRyRz are linked by a double bond, then Rz is absent; 

(2) Ry and Rz are not simultaneously H; and 

(3) when Rl is an optionally substituted methylene or -CH=, then Rx is 

absent . 

ACTIVITY - Vasotropic; Cytostatic. 

MECHANISM OF ACTION - Smooth Muscle Cell Proliferation Inhibitor; Tusaor 
Growth Regression Inhibitor; Cancer Cell Growth Inhibitor. 

The ability of the compounds to inhibit the growth of tumor cell lines 
was determined. The compounds showed IC50 values of 0.1 - 10 nM. Test details 
are described but no results for specific compounds are given. 

USE - (I) are used for eliminating biliary, gastrointestinal, 
esophageal, tracheal/bronchial, urethral and/or vascular obstructions; for 
treating cancer (e.g. prostate, breast, colon, bladder, cervical, skin, 
testicular, kidney, ovarian, stomach, brain, liver, pancreatic or esophageal 
cancer or lymphoma, leukemia, multiple myeloma, solid tumor and non-solid 
tunaor) ; and for preventing or reducing the rate of restenosis (all claimed) . 

ADVANTAGE - The compounds exhibit cytotoxic and/or growth inhibitor 
effect on cancer cell lines maintained in vivo or in animal studies using a 
cancer cell xenograft model; exhibit sensitivity to MDR; exhibit low 
cytotoxicity to non-dividing normal cells; and/or a favorable therapeutic 
profile (e.g. safety, efficacy and stability). 
AN.S DCR-798715 

CN . S 4- ( { 2- [3- ( 4-Benzyloxy-phenyl) -3-methyl-2-methylamino-butyrylamino ] -3 , 3- 

dimethyl-butyryl } -methyl-amino) -2, 5-dimethyl-hex-2-enoic acid 
SDCN RAC407 




=> d his nofil 



(FILE 'HOME' ENTERED AT 17:20:48 ON 18 JUL 2008) 



FILE 'CAPLUS' ENTERED AT 17:21:03 ON 18 JUL 2008 



E US2003-666722/APPS 



LI 



1 SEA ABB=ON PLU=ON US2003-666722/AP 
SEL RN 
D SCA 



L2 



FILE 'REGISTRY' ENTERED AT 17:21:42 ON 18 JUL 2008 

566 SEA ABB=ON PLU=ON (100-66-3/BI OR 100564-78-1/BI OR 104-87-0/ 
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BI OR 104-88-1/BI OR 107905-52-2/BI OR 111-87-5/BI OR 1121-57-9 
/BI OR 112898-23-4/BI OR 114-76-1/BI OR 114977-28-5/BI OR 
120944-75-4/BI OR 127106-02-9/BI OR 128437-36-5/BI OR 128437-66 
-1/BI OR 128437-74-1/BI OR 13139-15-6/BI OR 13734-34-4/BI OR 
13781-71-0/BI OR 138802-17-2/BI OR 145432-51-5/BI OR 151-10-0/B 
I OR 151-18-8/BI OR 15504-41-3/BI OR 156-06-9/BI OR 160785-01-3 
/BI OR 161479-50-1/BI OR 167158-86-3/BI OR 169181-24-2/BI OR 
184434-18-2/BI OR 184434-19-3/BI OR 18962-05-5/BI OR 207910-81- 
4/BI OR 207910-88-1/BI OR 207910-90-5/BI OR 208521-14-6/BI OR 
213206-68-9/BI OR 21744-88-7/BI OR 2280-27-5/BI OR 228266-38-4/ 
BI OR 228266-40-8/BI OR 228266-42-0/BI OR 228266-48-6/BI OR 
228266-49-7/BI OR 23082-30-6/BI OR 25080-84-6/BI OR 2605-67-6/B 
I OR 26269-45-4/BI OR 3132-99-8/BI OR 328-51-8/BI OR 3282-30-2/ 
BI OR 33069-62-4/BI OR 3541-37-5/BI OR 40447-58-3/BI OR 
4530-20-5/BI OR 456-48-4/BI OR 461-72-3/BI OR 498-62-4/BI OR 
500229-32-3/BI OR 500229-47-0/BI OR 529-20-4/BI OR 5381-20-4/BI 

OR 540-51-2/BI OR 543-24-8/BI OR 55447-00-2/BI OR 556-82-1/BI 
OR 564441-48-1/BI OR 564441-50-5/BI OR 57-22-7/BI OR 5717-37-3/ 
BI OR 5779-95-3/BI OR 587-04-2/BI OR 591-31-1/BI OR 5973-71-7/B 
I OR 59752-74-8/BI OR 610786-69-1/BI OR 610786-70-4/BI OR 
61676-25-3/BI OR 620-23-5/BI OR 628-21-7/BI OR 628-77-3/BI OR 
630424-73-6/BI OR 636-72-6/BI OR 64-04-0/BI OR 64263-80-5/BI 
OR 66386-16-1/BI OR 676626-71-4/BI OR 676626-79-2/BI OR 
676626-83-8/BI OR 676626-85-0/BI OR 676626-89-4/BI OR 676626-91 
-8/BI OR 676626-93-0/BI OR 676626-95-2/BI OR 676626-97-4/BI OR 

676626- 99-6/BI OR 676627-01-3/BI OR 676627-02-4/BI OR 676627-05 
-7/BI OR 676627-06-8/BI OR 676627-09-1/BI OR 676627-11-5/BI OR 

676627- 13-7/BI OR 676627-15-9/BI OR 676627-17-1/BI OR 676627-18 
-2/BI OR 676627- 



L3 21 SEA ABB=ON PLU=ON L2 AND 7TETRAMETH?/ CNS AND ?VALIN?/CNS AND 

7TYROS7/CNS AND ?AMID?/CNS 

L4 0 SEA ABB=ON PLU=ON L3 AND 7CARBOX7/CNS AND ? I SOPROP? /CNS AND 

?BUTEN?/CNS 

L5 0 SEA ABB=ON PLU=ON L3 AND ? ISOPROP? /CNS 

L6 21 SEA ABB=ON PLU=ON L3 AND ?BUTEN?/CNS 

L7 0 SEA ABB=ON PLU=ON L6 AND B/CNS 

L8 12 SEA ABB=ON PLU=ON L6 AND 7CARBOX7/CNS 

L9 1 SEA ABB=ON PLU=ON L8 AND C28H45N305/MF 

D 

FILE 'REGISTRY' ENTERED AT 17:27:55 ON 18 JUL 2008 
L10 STR 676633-18-4 

Lll 2 SEA FAM FUL L10 

FILE 'CAPLUS' ENTERED AT 17:28:07 ON 18 JUL 2008 
LI 2 2 SEA ABB=ON PLU=ON Lll 

FILE 'REGISTRY' ENTERED AT 17:28:27 ON 18 JUL 2008 
E P AC L I T AXE L / CN 
L13 1 SEA ABB=ON PLU=ON P AC L I T AXE L / CN 

D 

FILE 'REGISTRY' ENTERED AT 17:28:49 ON 18 JUL 2008 
L14 STR 33069-62-4 

L15 170 SEA FAM FUL L14 

FILE 'CAPLUS' ENTERED AT 17:28:58 ON 18 JUL 2008 
L16 1 SEA ABB=ON PLU=ON Lll AND L15 

L17 270604 SEA ABB=ON PLU=ON ANTITUMOR AGENTS+PFT/CT 

L18 2 SEA ABB=ON PLU=ON L17 AND (L16 OR L12) 
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FILE 'WPIX' ENTERED AT 17:30:31 ON 18 JUL 2008 
L19 0 SEA SSS SAM L10 

L20 4 SEA SSS FUL L10 

L21 4 SEA ABB=ON PLU=ON L2 0/DCR 

L22 4 SEA ABB=ON PLU=ON L21 AND (7PACLIT? OR ? TUMOR? OR ? TUMOUR? 

OR ?CHEMOTHER? OR ?MICROTUB? OR ?OVAR? ) 



FILE 'CAPLUS' ENTERED AT 17:32:42 ON 18 JUL 2008 
D QUE L12 

FILE 'WPIX' ENTERED AT 17:32:48 ON 18 JUL 2008 
D QUE L22 



FILE 'CAPLUS, WPIX' ENTERED AT 17:32:53 ON 18 JUL 2008 
L23 5 DUP REM L12 L22 (1 DUPLICATE REMOVED) 

ANSWERS '1-2' FROM FILE CAPLUS 
ANSWERS '3-5' FROM FILE WPIX 
D L23 IBIB ABS HITIND HITSTR 1-2 
D L23 IBIB ABS HITSTR 3-5 
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